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(54) NOVEL SPIRO-3-HETEROAZOLIDINE COMPOUND, PRODUCTION THEREOF, 
PREVENTIVE AND REMEDY FOR DIABETIC COMPLICATION COMPRISING SAME AS ACTIVE 
INGREDIENT 

(57)Abstract: 

NEW MATERIALS compound shown by the formula I {T is H, 
or H-substituted N; U is O, S, or imino; one of V and W is H, 
halogenomethyl, 1H-tetrazol-5-yl, -COOR [R is H, alkyl, - 
(CH2CH20)nCH3 (n is 1W113), or substituted phenyl], group 
shown by the formula II (R1 and R2 are as shown for r, or R1 
and R2 are bonded to N and O to form heterocyclic ring), - 
CH20R2 (R3 is H, alkyl), etc., the other is H, or alkyl; X is O, or 
S; Y and Z are H, halogen, alkyl, alkoxy, etc.}, and its salt. 
EXAMPLE: 6-Fluoro-2,3-dihydro-2Mhiooxo-spiro [4H-1- 
benzopyran- 4,4-imidazoli dine]-5'-one. 
USE: A preventive and remedy for diabetic complication. 
PREPARATION: A compound shown by the formula III is 
reacted with a metal cyanide and ammonium carbonate and, if 
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necessary, the reaction product is converted into a salt. 
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ir^-<^ h a, c v^f^ : 

1770. 1750, 17 2 0 



NMR ? Y * ( DMSO - d 6 ) 0 ppm *. 

JJ8-;.flO(2H, ra ) 
5.2 3 ( i K . dd ) 
fi.fi 3-7.J«( JH, m) 
8 . 3 7 ( ; H, 0U£s ) 
J 1.07 ( 1 H, ffl&i ) 
Ma ■ a * ** ^ h * C El/DI ) m/* : 

2 * 0 (M + ). 267. 2 J 9 

7CJR#*T C )2 H p FN 2 0 5 

&t # H J . 2 4 C5J.U N 1 0 . 0 0 
?£&IJ H J . 2 B C$1.15 N 9.95 

tf-7JU*-n-2.3- i> fc K o - 2*. 5' - ^ ^ * y 

- ^ d c < h - i — J^^tr^v - ^ t 

n - 2,3 - .yt y u - 2\5'- </ * * V - * * a 

C 4 H - i - -± s / € y s - 4.4' - 4 i S * *) 'S 

s J - 2 - iJ**?vWL2.8 9 C 0.0 i * * ) % 

y ^ ^ 3 o m£ k & M * » COgffii^a L Xi0 
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x i.2 * ( o.oo6*») i o CJy.T-CflSflDL, 
i 5 # «1 fit J¥ L 7c . ZXv^-Ci KWT"CTy*- 

r * * 4 £ m a a t rt & ic . cos^^aa-c 

* y - / o o *4 tp Km tin L . * S * F 2r L * 
fit # L . ^fiKT^JSiftfc^StLTto CO^fiii 

IR ^ -e^ h ^ ( f KBr ) : 

max 

1 7 7 0 % 1 7 2 0 . 16 7 0 
NMR ? Y * ( DMSO — d 6 ) 3 p pm : 

1 .8 3- 2.6 7 K 2 H. m ) 
5 . I 7 C i H» dd ) 
5.S3-r.3J(3H, n) 
7.5 7. 7.fi (?(2H, "SjEa ) 

« . 4 7 1 / h * m& ■ ) 

2 i.o7 ( / h, ■ ) 



Ma a » f f/v(EI/DI ) m/a : 

7 7 9 (M + ). 2 6 2* 2 3 5* 219 

7CjR#tff C 12 H 10 FN 5 O 4 

fft» H3,fi J C5/.52 N/5.05 
^ $J HJ.Sfi C 5 1.7 9 N I 4.98 

« ift W 3 



5 " 7 A/ ^ a - 2,3 - K a - N - 

7'. 5'- i/ ^ * y - ^ ^ o [ 4 H - i - 

7 x - /.4'- >( 5 »i j;y ] - 2- 
* S K O « & 

£ * »iSW i KEKO^&fCX J> With 

* o - 2.3 - i/fc K a - 2'. 5' - */ * *t 7 

C 4 H - J - -Jy / I? ? y • 4.4'- >f £ 

^ ] - 7- * ^ rff y 5.« £ (. 0 • 0 2 0 

-f*. t © # s h y x^a^t * ^2 

* ^ ; * ss 2m l t / ^wa^u, & ^ 

? D A-y 7 V 2 . 3 £ ( 0.013**) fcfB] 

^Oftgat i 0 HJ # :T £ . 



/ t * - 
-* y / if 
is A* & ^ 

2 4**) 
6 - 7 A* 
- ^ tf a 

^ / y «y 
c # 

4 9{0.024 

M & 1m 



(F^lrS^Ltl^rt^aSE^^y 1> r a< i> 5 J* ? a 

{WL&7l.2%)&&V > tL2> 9 

2 9 7<~3 0 0X:{frM) 



IR ^ ^ h ^ ( * KSr ) cw" 1 : 

max 

1 7 7 5 * 1 7 2 0* 1650 
NMR ^ ^ h >v ( DMSO — d 6 ) « ppm : 

2.00 - 2.60(2H.m) 
^•6U 3H. d. J-5.0HJ ) 
5. 0 7 C I H. dd ) 
6.6 7 — 7.37{3H*m) 
8.0 0— 8.5 0 C I H. 4£K t ) 

i.n(iH, (BCi ) 

I 0. 0 7 t J H, flijCa ) 
Mas • ^ -8 ^ h ^ (, EI/DI ) m/a : 

293(M + ). 235. 19 2. i64 
7C 5ft ^ C^H, 2 FN 3°4 
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£f U H 4 . 2 2 C 5 3.2 4 N 1 4 . 3 3 

?i W\ H 3 . 9 7 C5J.J4 N 1 4. I 5 

U&W 4 

2'.5' - S * * S - * * ° I 4 H - I " ^ y / ^ 

? -y - 4,4* - 4 £ 4t / »j * 3 - 2 - /7 ^ «* * 

ir i K © £1 it 

7 8. I * ) *S ft ft ft • 

5 o o c JiA ± 

(SAX 

1 7 8 0 % J 7 2 0 * 16 4 0 
NMR ^-^V h^H h'j7^P ft® - d , ) * p pm : 

J.J(( JH. t, J-7.0Hx) 
2.3 J- 3.20(;H. m) 
3.(2(;H« q, J-7.0HI ) 
5.52 ( IH, dd ) 
7.0 0 — 7.3 0 {3H % m) 
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Mm * -* ^ Y ( EI/Dl ) m/t. : 

JO;(M + ). ^35, 192 

7C*#?T C 14 H 14 FN 5 0 4 

&t # H< 59 Q54.72 H13.67 
% &\\ H 4.5 S C 5 4. 5 4 H I 3.6 9 

& m 5 

- y * * * - 2,3 - <S t K n " H,Al-<S / T * 
- 2%S* - it st + ? - * * * C ' H - i - -< y / 

if 7 v - >f s ^ / y ^ 3 ^ - a/wiK* 

* i k © » & 

*dR*0|tilC^/^'^T i * l .9 6 9 

( 0.0 2 4 **') 5: JS^ ft & . jjj&<Dit&%a4-6 9 

{ 7 5.4 * ) 0t ft tl ft • 

2 8 5~2 9 3i:(#)fl) 

max 

1780 . 2 730, 16 4 0 
NMR -* ^ h ^ ( DMSO- d 6 ) <5 p pm : 

2.0 7 — 2.5 7 ( 2U, m) 
2.90 I JH, • ) 



3.07 I 3H, •) 
5.5 7 ( I H, d d ) 
6.77— 7.20 (3H. n ) 
8.33 (IK, 48l£t ) 

io.n(/H, 4Sl£ • ) 

Ma h^C EI/DI ) m/» : 

3 0 7 (M + ). 2 5 2, 2*5, 2 35 

7C##*T C 14 H t4 FN 5 0 4 

ft 3* H4.59 C 5 4 . 7 2 N I 3.68 
%m H 4 . 5 3 C 5 4.7 3 U 1 3 .5 3 

u & gq g 

5 -7^*0 - 2 . J - * Kn-N-7*o*A' 
- 2'. 5'- ^ + V - ^ P C 4 K - I - -< y ✓ 

e 7 S - 4.4' - 4 Z S '/ V <S V 1 ~ 2 - A* # 

j-.^t kp - r.s' - if * + *s - * * * I 4 n - 

j - / / if ^ y - 4 . <' - 4 ^^^U - * 

-*7A'i*;/&5.5 9(O.0 2*A')fc* D-^n 



S 6.0 ml* K®MZ4t * CO»*Kt 
^w-CSSt- 2 sBSMfctt-*-*. f3<b*ftRJ5ig 
R * 5> S « * « * L X * ft » 8E * V * r ? 

5.0 9 C 101 ^ 7 7.5* 

ft5 A 2a2-2S¥C 

IR * -< ? h ^ C v mftX * ^ 

1 7 8 0 % 1720. i6«0 

NMR ^^;^(M) d , ) * ppm : 

2.07C3H. t. J-7.0H*) 
2.3 0— 2.0(211. m) 
2J3-3J3(2H. m) 
3.53{2H. IJSIZ; t. J-7. OHi ) 
5.58 ( J H, dd) 
6.95 — 7.3 J (JK, m) 

Mast 9 h ^ ( £ I I ) ro/ s : 
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3 2 I (M+K 2 35* 19 2 
7C*#tfT C l5 H w FNj0 4 

£t ff. H 5 .0 2 C 5 6 .0 7 N J 3 . 0 8 



U it 



H 5 . 0 6 



C55.77 N 1 3. 1 2 



5 - 7 A» yt 



-2.3->>fcPP-N- 



2'. 5'- * * y • A If o [ < h - 1 - y / \i 
5 *S - 4 .4' - 4 i ? */ \) *J V } - 2 - 1* A* # * 

t ; p <o m j& 

i' <D ft j? K n - ? ?• 7 I y 1 .8 9 ( 0. 0 2 4 *z*) 
ffi *^ 7t jft % ^aOitt«!l <■< * ( 4* S <? 5.7 * ) 

ir ^ ^ ^ h ^ c f Kflr : 

max 

1 7 7 5 * 1 7 2 0. 1630 
NMR by 7/^PflfeK— d , ) 0 ppm : 

/.03(.JH, 4fli£t, J-7.0Hs) 



i - 5 6 I 2H, Sfi t % J = 7.0Ht) 
5.50 ( / H . dd ) 
5.;6-7.j0(3H»ra) 
Mats ^ -« ^ h C EI/DI ) ra/r : 

3 35 CM - **). 235, J 92 
7t Jft fl* fft C, 6 H t a FN 3 0 4 

?t» H 5 . ¥ J C S 7 .3 1 N 1 2 . S 4 
&\\ H5.47 Q 5 7 .1 0 S 1 2.5 7 



2.3 3— JJ J(2H, m) 



6* - 7 ^ p - 2J - ^ t p D - N <, ^ - / J. 
+ ^ 7 x s ) - 2'. 5'- y y - ^ f dC'H 

" ' " -< S / * 7 S - 4 .4* - <\ i f / \) y y } 

- 2 - ^ ^ df + r i Kit 

7 i * <D tK. !) K 4 - > h^>7*-A-Ti ^ 3 . 0 

y c o.o24*^) 5r«v%rta, /id a o {t t ® 5,j 

7 * a - 2.3- y t P p - 2'. 5' - i/ * y - j* 
C < H • i - ^ X / if 7 y - 4.4' - J i f S 



) ■ -2 - A A- ^ V ^ I ¥ 0 *>9 i 0.5 i IJ ^ 

) £ ¥ - > h + i/7x-A^T5 ^ 6 5 

£ M ) © > f * /u A 7 i P i . 0 *4 fg fll % 

5 CfCffr^L. CiX(Ci/-X^ q ^ t 7 A * ^ ^ 

>f £ P i 0 3 ( 0.5 5 "J*A)0^/t^*^ 

J* T i PJ.o^SiRtjS»OU, ^ -c i 5-2 a 
CtM 5 f«fi « # * . ^fiS-f&Erflfcfr^L. 
F ?ft fC 2 N - Jfi&**/fc«g5!niu-t^W:r**Si&S: 

c) - 7 A/ * n - J , 4 - *J \l Kp-N - C 4 

- / Y + y?*-*') - *-j*-*;/-*h- / - 

~* ;/ / 7 V - 2-^^i*f^ir5 P 2 2 0 HOC 0.7 
$ V * A" ) t . S^T^<fc*y^AP 7.5«o; i.5 
* U * a> ) t * &t & 7 y ^ ~ 9 ^ * 0 0 ( * • 2 



a o it t ^ ^ 7.3bo(ir^2 5.o* )^^^n^>, 

5 7t e 



IR ^ -« ^ h >v ( », KBr ) OT * 1 : 

v max 

3 3 0 0 % 1 7 7 5* 1 7 3 0* 1540 
NMR * -< ? Y Q DMS0- d 6 ) «5 p pm : 

3.7 3 { 3 H. I ) 
5.33 ( ] H, dd ) 

6.8 0 - 7.8 0 ( 7 K . m ) 
8.^0 ( i tt % • ) 

J 0. 2 3 ( J H, s ) 

i I • 0 7 ( / H. JSCi ) 

Mm h a( EI/DI ) m/* : 

JfiS(M + ) t 2 3 6 

7C*^W C 19 H 16 FN 5 0 5 
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gf H 4 . I 9 C 5 9 . 2 2 N 10.9 1 

H * . 1 2 C 5 9 . 0 2 N 2 0.96 

g g w g 

«-7^JrP-2.J-^tro-W-( 3.6.9. 
12 - y- Y y * + It V T *S M ) - 2'. 5' - s> * * 
y - J* ^ a £ ¥H - i - -< / 7 X - 4.4* - 
-1 * ^ y* 9 -y> X 3 - 2 - * ^ ^ + t ; K©«ift 
HfiNf 4H«KLt. {I L o - r a e a, y * 

X <0 ft 0 K 3.6.9,12-5- h 7 * + V Y 9 f V/uT 

i ^5.0 * c c^^a) * >b ^ rt & * ffi&<0 it 

7 2 9 7.1 4 ) # *# P> *X /t • 

ft* A 2 6 2 — 2 5 * c 

IR ^ h A* C v KBr ) en*- 1 : 

max 

1 7 7 0 . 1 7 2 0. 1640 
NMR * ? Y A* C DMSO ) ^ ppn» : 

1.9 0 — 2. ff 0 ( 2 K % m ) 
3.3 3 (3H, i ) 

5.2 3 ( i H« dd ) 
S.9 0 — 7.3 0(3H, m ) 

7Ki5t-fn«^rao^b^«52.7 * ( ifc 9 i.o % ) 

7)5 # P> tl h o 

Jtt/£ 2 9 l C 

1R ^ -5 ^ h * { v KBr ) o.* 1 : 

max 

1 7 9 0* 1 7 4 5 . 1730 
NMR ? \> a, ( DMSO — d « ) J p pm : 

2.0 0 — 2 .8 3 { 2 m) 
3.53 (3H.») 
5 . * 0 (IK, dd ) 
(.H-7.5 0( JH, n) 
5.50 C J H , ■ ) 
/ 1 .1 / t / K, <Si£ ■ ) 
Mae • -* -« f h A- ( BI/DI ) m/t *. 

2 9 * (M + K 2 5 * % 2^, 229, 
19 2, 1 ff « % 137 

7C»#tff C li H 11 FN 2 0 5 

St 3* H3.77 C53.05 S9.52 
H3.62 C 5 3.0 7 N9.56 

gJ&Ejji i 

6 - - 2.3 - •>> fc K o - 2', 5'- + 
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8.25 ( i H. £J£ • ) 
6.45 t 2 H , f&fc • ) 
1 1.0 1 (IH, (Sid ) 
Mas i ^ * * EI/DI ) m/t : 

H9(M + ), 305 
7C**x*T C 21 H 28 FN 5 0 B 

•135 Hff.d J C 5 3 . 7 3 Nfl.9 5 
^ #1 H6.19 C 5 3.85 H B .9 8 

6 - 7 o - 2,3 - K o - 2\S' - *J * * 

y - * * a I 4 H - 1 - s / * y s - 4 , 4' - 

<\ i ? */ 9 y^] - 2 - 

T A O M it 

- 2.3 - *S t r o - 2', 5'- *S 7t + V ~ X * v> (4H 

- i - ? / • 4 . - 4 i / / 'J x ] - 
2 - *7 A* * >" gfc 2.* £ C 0.0 l*As)%/*S — 

a, i 4 o mivcmm* -& * cntc2ft«a j.ot/tjs 

^U/t^<Ci.5^|«JiS«Urt:o ft & K frfcmfo* 
fay* 2 o 0 * ft & »n L * ^rttitifiifi ti^^U 

; - ^ tf p f. < H - j - / kf 7 ^ - 4.4' - 

<i i f -/ V y* x D - 2 - ^ A«»f yjRO 
12-7 1 h 5 * * V Y 9 fy^x^t/KDfiiS: 

« & W) i KlKttO^^-C^Tt^ - 7^*0 -2. 

3--/fc r o - 2% 5' • ^ + y - ^ ^ o C < h - 

1 - y / 7 y - S^i/U c/xD - ^ 

- ^ ^ >K / ^ 2.0 ^ ( 0.0 l^e^v) £ % 3 .6.9.12 

V T * S - a- 2.1 9 C 0.0 2* 

p - hA^aiv^/^rf-. y ja J .9 * C o.oi 
a- ) t t Y ^ 3L -y 8 0BUq>KmM-5*tTc&i£* 
&&K£!)7kZ& J ZL>T£* i b7V$MiSLaX^T}L. R 

o#>UAt^i&IlUt^ a a * A' A ft til f « /S 

ntf^»fi*^^^p?a4. t o ^ -f * y 9 
»^*^?)7^^o^J'^7 7 cs&as^-iE^K^ 

2.5 * ) ^ ^ f) n 4 , 

325 0. 3 07 0, 28 8 0, 1 78 0, 1 7 2 0 
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NMR * ~* 2 h a* C CDCZ 3 ) 3 p pro : 

2.* 7 — 2.8 3 ( 2H. m) 

j.n ( jh, * ) 

3.5 j a, b) 

4 . J J — 4 . 6 a ( 2 H » m) 
5.45 ( J H, dd) 

Mast * -5 ^ h A* C EI/Dt ) m/a • 

a* ft W i a 

■y > f ^ - ^ ^ d C * K - i 

4.4 - 4 i / / IJ / ] - 2'. 5' - / ©»lii 

x h 7 K p 7 ? y 1 flOi^^jCyf^AT^ 

* - «7 A fc Mj K 2 . 3 9 C P.M *>u ) 5:(S2BIL 

&1t6 - 7 A* * n - 2.3 ~ i/ fc K o - ^ ^ oC<H 

- 1 - y / € y y - 4.4* - <i i * *f U *S V 3 - 

2 - *7VUrf*>'ffi/'xA'X.X-rA'2 2.7 £ C 0.0 4 

^AOfcJaWS-tfTt^h^fc r o 7 ^ v i o o ml 

a - 2 . J - v> £ K a - 2 - K o + 7 > f - 

^ o ( 4 K - l - / y* 5 zs - 4*4' - 4 Z * 

/ y X 3 - *\ 5' - * 'S 2. 6 6 9 ( 0. 0 2 * A-) 

t n,n - ^>>^*>A7 j r 2 a ■/ k m m S 4t+ 
cogfjicaiibf * - ^ i.j 9 9 c o.o i * at ) 

a s c -c ® & * ^^wj^D^a^LTt. £ is s & * 

zk * 2 o * k: SE »n L , fftati»Atp«Lrt. 
COftfil^SRif >7 o ml & if tk 5 0 * flq 
ft fiR x. -y a- # Urx. W«/83:*S*«Kr h 9 * 

g # : ft ® * x a- : a - + y - * : i )ici 

flfcA 2 Q 2 ~~ 2 0 3 X: 

NMB ^ *« # h A* C DMSO - d 6 ) * ppm : 

2.3 3 (;K, o) 

¥.0 7 C 2 H. m ) 

5.0 7 { I H, m ) 
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Sftt 5 C TSJDL, ^^t I 5 — 2 OCT* 0 

s*Mflt#LT*k7K3 o oM/^rctttrau/t, co» 
fit ^ ffi K X pH /. o «: W L . ft « ^ x a- m u 

& mm % &m l * *s tk « se x h y * ^ -c $s * u * 
tercg&fce^-rixw:, m sl<d <t 8. 7 9 c q* 

& a 2. o*)a>J#e>n£. 

« 202 — * 0 3 C ( # J* ) 

IB ? Y /v ( * KBr : 

3 3 6* 0 . 1 7 6 0 * 1720 
7t # frt C, 2 H, jC^FN 2 0 4 

£t # H 4.1 6 C 5 4.1 4 N I 0.5 2 
Pk m H 4.3 4 C 5 3.9 8 Si 0.3 5 
Mm ? h * { EI/t>I )m/x : 

2 6 5 ( M + K 245, 2 2*, 205. 
19 2* 1 6 4 „ 137 

2 - ^ a n > X A* - 5 - 7 ^" a - 2,2 - ^ fc 
o - a C 4 H - 1 - X / 7 ^ - 4. 4' 

- 'f 5 ^ / y ^ y 3 - 2% 5' - •>> * ^ O 3» ift 

5,J3-7.<7(3fl, m ) 
£.5 2 CI H, <S£i ) 
i J.o 7 ( IK, 4BJ£ • ) 
Mai a ^ ^ ^ h ^ ( EI/DI ) m/* : 

^ fl< ( M + ) . ;U, 229, 2 0 5, 

277, 25¥, 237 

H g 

2H - 2 - / tf ? y - ¥ - J] A* * + -V i K 

© « iS 

a - 2H - 2 - y / ^ ? y - ¥ - #/^d<«*ir$ 
f-6 o«oc 2 a i y^yu) ^ <b ^ ^ - ^ 

<?. 1 ml i 1.4 i y * A? ) £ , x. — ?*A+l.oml£<D 

-ft^^-A^^s^u/t. ^f>n7taat -y Mr 

5 7. 2» J^^^i. 



K A 9 3 ~ 9 3 C 

J ¥ fl 0 , 3 4 2 0 + 16 8 0 
NMR -x ^ h A- C CDC£ 5 ) * ppm 

2. J 0 — 2.5 7 C 1 H, n ) 
2.7 3 — 3.3 3 ( I H, m ) 
4.3 9 ( 2 H » m ) 
d,i ( 5H, m ) 

M«ii ^ h a- ( ei/DI ) a/i : 

;n (M + ), 19 3+ 18 5 

6 - 7 A' a - 2. J - ^ t Kd - 2'- * * * 
/ - ^ (f o C * H - I - x / ? y - 4,4'- 

a i * / y ^ d * *' - * x © « & 

a - 6 - 7 o " 3 . « " *S t K a - 2 H - J -' 

V ^ tf ^ ^ - ¥ - rtA'itf^lTi r 2 0.0 FC 0.04 4 
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/I * ft L , **«*^M f§ 
fil ® L 7t . 4§^^/t0lflatS:->«j^r^^^^ 
;bt^ * - a* / n - ^ * 

AUfttt. faoit^ai s.3 ^ { mm s 3. 7 * ) 

a>* ?§ e> n * o 

1 4 9 -~ 1 5 3 x: 

IR ^ h A* I f KBr : 3 4 5 0 + 1745 

max ' 

NMR * ^ ? h a- ( CDC^ 5 ) <> ppm : 

2.1 J - 2.5 2 ( 2H, m) 
4.1 0 — 4.8 3 C 2 H , m ) 

«.j j ( i h, ■ ) 

9.6 0 CI H. J®£ ■ ) 
Man EI/t>I) mA : 

252(M + ), 19 3+ 165 

gjjyg i 



^ 5 0 *r ) . 

7 A' * - V 

IJ s A' o y K v 

» ffj W 2 — 6 



ft C * ) 

5 0 
2 5 
J 0 
1 0 

5 



K ii- * W » U *. . 

Kador C P • F . Kidor N. E. Sharpie ■ 

" Bi ophyi . Ch«n.'Sfl§S« ill IS78^ ) } 
K * ft L X ♦ *55WKiiit&«5(D7^ K - x « 



m . ^ / ^ ^ ^ ^> -t • nc 5D J ttt7^ 







# m & 


C*) 


IC50 




I0~ 6 M 


I0' 7 M 


1 <T*M 


1 0~ 5 M 


C M ) 


1 




9 


¥ 7 


7 7 


6 X 1 0" * 


2 




J 5 


8 5 


9 3 




2 




2 5 


7 8 


7 1 


5X10" 7 


5 




2 0 


2 9 


6 I 


5 X I 0* 4 


a 


1 ¥ 


6 5 


8 1 


8 1 


7XI0" 8 



_2 

i^Vt Z> # ? ? 1- Y - * % « WOTUP 
» WfC i 4<t & i B i(sj2 0iy/k9O«I&*r 
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wtt&J*&fc**v**5 9+ * - * t* ft ^ -y 
o*tt * w a& # wj -r * c t u m . 



3P #S 91 It & » 






% a 


C « ifi W ) 






t * ) 


i 




3 5 








8 5 




3 




3 1 




5 




7 0 




• 




2 6 





miosis 

©Int. CI." ffF*3&g#^ 

C 07 D 495/10 7252- 4C 

513/10 7822-4C 
//(C 07 D 495/10 

235:00 

335:00) 
(C 07 D 513/10 

277:00 

311:00) 
(C 07 D 513/10 

277:00 

335:00) 
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^ « m iE # 



(1) B9IS¥®29HT^e»4t7<0 II XI* 



58*0 60* 6^100 



II-aj fc Fit Il-a XI* II-bJ t ffi iE ** 6 . 



(2) 18 6 0 IJB.7t7O r 2 0 2 ~ 2 0 3 j & 



f 2 2 4 



2 2 5 J £ »iE-f * . 



1. *ftO&7fi 



(3) «6 6^7(0 T202-20 3.J 



B3#fl6 0#*t#«BS4 1 234f 



H 1 2-2 I 4 J iHiEti. 



2. ^(5*8: 

3. fffijE^-ri^ 

♦ 

**ja^mizm^S!Br3 5$*6 
ra* miff ft 

4. <* S A f 105 

(6317) # a ± £ * * 



5. *§IE<&**Jfc 




6 . ISiE<0rt« 
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